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In the Claims 



1 . (Amended) A method for modulating T cell activation in vivo or e x vivo in a 
mammal comprising administering to the mammal or a mammalian T cell culture an ef- 
fective amount of a compound capable of antagonizing a sustained cADPR-mediated 
rise in intracellular Ca^"" levels in a T cell, said rise being in response to stimulation of 
the T cell receptor/CD3 complex of the T cell. 

2. A method according to claim 1 wherein the compound modulates the binding of 
cADPR to a ryanodine receptor/ Ca^"" channel. 

3. A method according to claim 1 wherein the compound is a cADPR analogue. 



4. A method according to claim 3 wherein the compound comprises an adenine 
component to which is individually linked two ribose moities or a derivative(s) thereof, 
which ribose moities are joined via a pyrophosphate bridging group. 



5. A method according to claim 3 wherein the compound has the formula (2): 




(2) 



wherein: 

is independently either CR^ or N; 
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is independently either CR^ or N; 
Y is selected from the group consisting of halo, Ci to C20 hydrocarbyl, N(R^)(R'^), OR^, 
SR^nitro and carboxyl, wherein each of R\ R^, R^, R"^, R^, and R^ is independently ei- 
ther H or Ci to C20 hydrocarbyl; and 

Z is independently selected from the group consisting of H, a caging group, a bio- 
isostere, and a pharmaceutically acceptable salt thereof. 

6. (Previously cancelled) 

7. (Previously cancelled) 

8. (Amended) A method according to claim 40-1_wherein the mammal is a human 
or animal patient tes- having a graft rejection or an autoimmune disease selected from 
the group consisting of thyroiditis insulitis, multiple sclerosis, iridocyclitis, uveitis, orchi- 
tis, hepatitis, Addison's disease, myasthenia gravis, rhematoid arthritis and lupus ery- 



thematosus. 


9. 


(Previously cancelled) 


10. 


(Previously cancelled) 


11. 


(Previously cancelled) 


12. 


(Previously cancelled) 


13. 


(Previously cancelled) 


14. 


(Previously cancelled) 


15. 


Withdrawn 


16. 


(Previously cancelled) 


17. 


(Previously cancelled) 


18. 


(Previously cancelled) 



19. A method according to claim 1 wherein the compound is 7-deaza-8-Br-cADPR or 
S-Br-cADPR. 

20. A method according to claim 1 wherein the compounds have either formula (3) or 
(4): 



Page 5 

Serial No. 09/868.348 
August 12, 2003 



Formula (3) 



Formula (4) 



R1 




H 

2 \ 




r 




R2 

A X 

wherein, for formula (3), Z is selected from the group consisting of OH, OR, SH, SR^, 
NH2 and NHR''R^ and, for formula (4), Z is selected from the group consisting of O, S, 
NH, and NHR\ and wherein for either formula (3) or formula (4), 
Yis either Nor CH; 

X is selected from the group consisting of halo, NH2 or NHR''R^; 
Ri and R2are independently selected from the group consisting of H, Ci to C20 hydro- 
carbyl, sugar moieties and phosphate groups; and 

R3 is selected from the group consisting of H and Ci to C20 hydrocarbyl, a bio-isostere 
and a pharmaceutically acceptable salt thereof. 



(Cancelled). 



22. (Amended) A method according to claim 1 wherein the mammal is a patient, 
said method further comprising removing T cells from the mammal to make removed T 
cells, treating the removed T cells with the compound to make treated T cells: and ad- 
ministering the treated T cells to the patient, w h e r e in T c ell s ar e remov e d from a mam 
mal i an pationt, tr o atod w i th tho compound, and then roturnod to th e pat ie nt. 
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23. A method of treating a human or animal patient suffering from an immune disor- 
der which method comprises administering to the patient an effective amount of com- 
pound capable of antagonizing a sustained cADPR-mediated rise in intracellular Ca^"" 
levels in a T cell, said rise being in response to stimulation of the T cell receptor/CD3 
complex of the T cell, such that T cell activity is modulated. 

24. A method according to claim 23 wherein the compound modulates the binding of 
cADPR to a ryanodine receptor/ Ca^"" channel. 

25. A method according to claim 23 wherein the compound is a cADPR analogue. 

26. A method according to claim 25 wherein the compound comprises an adenine 
component to which is individually linked two ribose moities or a derivative(s) thereof, 
which ribose moities are joined via phosphate bridging group. 

27. A method according to claim 25 wherein the compound has the formula (2): for- 
mula (2): 




wherein: 
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is independently either CR'' or N; 

is independently either CR^ or N; 
Y is selected from the group consisting of halo, Ci to C20 hydrocarbyl. N(R^){R'^), OR^, 
SR^nitro and carboxyl, wherein each of R\ R^, R^, R"^, R^, and R^ is independently ei- 
ther H or Ci to C20 hydrocarbyl; and 

Z is independently selected from the group consisting of H, a caging group, a bio- 
isostere, and a pharmaceutically acceptable salt thereof. 

28. The method according to claim 27 wherein the patient has rheumatoid arthritis. 

29. (Withdrawn) A m e thod of id e ntify i ng a substanc e capab le of modu l at i ng a sus 
ta i n e d ris e in Cov e ntry via a cADPR mediated pathway which m e thod compr i ses o i 
theff 

(i) contacting an ADR r i bosyl cyclas e or a homo l ogu o , var i ant or d e r i vat i vo 

ther e of, w i th a substance to bo tostod undor condit i ons that wou l d perm i t tho synth o sis 
of cADPR i n th e absonco of tho substanc e , and determ i n i ng wh e th e r the substance af 
f e cts cADPR synth e s i s; or 

( ii ) contact i ng a T c ell , which has b ee n st i mu l at e d vi a i ts T c ell r e c e ptor, w i th a 

cand i dat e substanc e und e r cond i tions that wou l d p e rm i t a susta i n e d ris e in intrac e l l u l ar 
Ca2+ le v el s i n th e abs e nc e of th e substanc e , and d e t e rmin i ng wh e th e r th e substance 
inh i b i ts a sustain e d r i s e i n i ntrac ell u l ar Ca^ le v el s. 

30. (Withdrawn ) A m e thod accord i ng to c l aim 29 emp l oying tho cyc l ase assay of a! 
t e rnat i v e ( i ). 

31 . (Withdrawn) A method accord i ng to c l a i m 29 employing tho Ca^ l eve l dotormina 
t i on of a l t e rnat i v e ( ii ). 



